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What is claimed is: 



1, A method for treating or preventing a 
neoplasia disorder^n a mammal in need of such treatment 
5 or prevention, which inethod comprises administering to 
said mammal a therapeutix:ally-ef fective amount of a 
combination of a matrix mfetalloproteinase inhibitor and 
one or more antineoplastic ^gents , wherein said 
antineoplastic agents are seltected from the group 

10 consisting of anastrozole, calcium carbonate, 
capecitabine. Cell Pathways CP-46a, docetaxel, 
doxorubicin, fluoxymes trine, gemcit^abine, goserelin, 
irinotecan, ketoconazole, letrozol, Veucovorin, 
levaiaisole, megestrol, paclitaxel, rajboxifene, retinoic 

15 acid, thiotepa, topotecan, toremifene, Vinorelbine, 
selenium (selenomethionine) , ursodeoxycholic acid, 
sulindac sulfone and eflomithine (DFMO) 



2 . The metrfed of Claim 1 wherein the combination 
is administered in a s'^ouential manner. 
20 3. The method of C3^a.im 1 wherein the combination 
is administered in a substantially simultaneous manner. 



4. The method of Claim 1 wherein the 
antineoplastic accent is capecitabine. 

5. The metnod of Claim 1 wherein the 
25 antineoplastic agenk is Cell Pathways CP-461, 

6 . The method c^lClaim 1 wherein the 
antineoplastic agent ip/ docetcixel . 

7. The method of (Claim 1 wherein the 
cintineoplastic agent is doxorubicin. 

30 8. The method of Claim 1 wherein the 

antineoplastic agent is f luokymestrine. 



m 
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9. The method of 
antineoplastic ageajtl ±s 

10. The method \of 
antineoplastic^ agent 



11. The me^^od of 
emtineoplastic agent 
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Claim 1 wherein the 
gemcitabine. 
Claim 1 wherein the 
goserelin. 



Claim 1 wherein the 
irinotecan. 



12. XPhe method of 
antineoplastic agent is 

13 . The\method of 
10 antineoplastic "^gent is 

14 . The metshod of 
antineoplastic age^t is 

15. The methocJ^of 
antineoplastic agent 

15 16. The method o 

antineoplastic agent is 

17. The method of 
antineoplastic agent is 

18. The method of 
20 antineoplastic agent is 

19. The method of 
antineoplastic agent is 

20. The method of 
antineoplastic agent is 



25 



Claim 1 wherein the 
ketoconazole. 
Claim 1 wherein the 
letrozol. 

Claim 1 wherein the 
leucovorin. 
Claim 1 wherein the 
levamisole. 
.aim 1 wherein the 
sgestrol . 
Claim 1 wherein the 
pacISitaxel . 
ClaimVL wherein the 
raloxifene. 
Claim 1 wherein the 
retinoic acid. 
Claim 1 wherein the 
thiotepa . 



21. The meC^pd of 
antineoplastic ageiiW is 



Claim 1 wherein une 
topoteccin. 



30 



22. The m^hod of 
antineoplastic ag^nt is 

23. The metBi^ of 
antineoplastic agena is 



Claim 1 wherein the 
toremif ene . 
Claim 1 wherein the 
vinorelbine . 
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24. 'file method of Claim 1 wherein the 
antineoplastic agent is seleniiim (selenomethionine) . 

25. The itt^thod of Claim 1 wherein the 
antineoplastic a^fc^t is ursodeoxycholic acid. 

26. The metlhVd of Claim 1 wherein the 
antineoplastic agent\is sulindac sulfone, 

27. The method o^ Claim 1 wherein the 
antineoplastic agent is ^ef lomithine (DFMO) . 



28. The meChod of Claim 1 wherein the neoplasia is 
10 selected from the gj5@^^£^sisting of Ixing cancer, 

breast cancer, gastrSj^^^Tinal cancer, bladder cancer, 
head and neck cancer and ce'Wical cancer. 



15 



"TT. The "^lethod of Claim 1 wherein the matrix 
metalloproteina^ inhibitor is selected from compounds, 
and their pharmacVutically acceptable salts thereof, of 
the group consistiri^ of: 
1) 



20 




N-hydroxy-1- {4-methylmenyl) -4- [ [4- [4- 
(trif luoromethyl)pheno^]phenyl] sulfonyl] -4- 
piperidinecarboxamide monohydrochlor ide , 
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2) 



10 



3) 




HCI N 



A 



l-cycloprqpyl-N-hydroxy-4- [ [4- [4- 
(trif luoromethoxy) phenoxy] phenyl ] sulfonyl] -4- 
piperidinec^TOOxamide monohydrochlor ide , 



H 

H 



CF3 

o 



HCI N 




N-hydroxy-1- (phenylmechyl) -4- [ [4- [4- 
( trif luoromethoxy) phenoxy] -1- 

piper idinyl] sulf onyl] -4Ypiperidinecarboxamide 
monohydrochlor ide , 
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N-hydroocy-1- (4-pyridinylmethyl) -4- [ [4 - [4- 
{ trif luoromethyl ) phenoxy ] phenyl ] sulf onyl ] -4 - 
piperldiAecarboxamide dihydrochloride , 



HOHN' 



-V 



|\HCI 

O Hi 



10 



N-hydroxy-1- (3-pyAidinylmethyl) -4- [ [4- [4- 
(trif luoromethyl )p^enoxy] phenyl] sulfonyl] -4- 
piperidinecarboxamidp dihydrochloride , 
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8)' 



9 o. 



HOHN 




HCI 



9) 



N-hydroxy-\- (2-pyridinylmethyl) -4- [ [4- [4- 
(trifluorome^^yDphenoxy] phenyl] sulf onyl] -4- 
piperidineca/i^bscamide monohydrochloride , 



•is? S 



10 



i H 



•CHg 



HOHN 

British Biotech BB-251)5 (Marimastat) , N4-[2,2- 
dimethyl - 1 - [ (methy lamiiio ) carbony 1 ] propyl ] - 
Nl,2 -dihydroxy-3 ( 2 -methy Ipropyl ) - , [2S- 
[N4(R*),2R*,3S*]]-), 
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m. 
m 

H 

m 
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m 
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10 
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11) 





Bayer Ag Bay-12-9566, 4- [ (4 ' -chloro[l, 1 ' 

iphenyl]- 4-yl)oxy]-2- 

[ (phenyl thiQ) methyl ] butanoic acid, 



HOF 



V 



Agouron Pharmaceuticals AG-3340, N-hydroxy-2 , 2 
diinethyl-4-[[4-(4- 
pyridinyloxy ) phenyl ] sulf onyl ] 3 - 
thiomorpholinecarboxaWide , 

12) CollaGenex Pharmaceuticals CMT-3 (Metastat) , 
6 -demethyl - 6 -deoxy-4 - 
dedimethylaminotetracyciine , 

13) Chiroscience D-2163, 2- \lS- ([{2R,S)- 
acetylmercapto- 5- phthalimido]pentanoyl- L- 
leucyl) amino- 3- methylbutyl] imidazole. 
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N-hydro3^-4- [ [4- (phenylthio) phenyl ] sulfonyl] - 
1- (2-propVnyl) -4-piperidinecarboxcimide 
monohydrocl 




N-hydroxy-1- (2-metho3^ethyl) -4- [ [4- [4 
(trif luoromethoxy) ph^moxy] phenyl] sulfonyl] -4- 
piper idinecarboxeunide monohydrochloride , 



N-hydroxy-1- (2-methoxyethyl) 
{ tri f luoromethyl ) pheno^Q'] ] 
piperidinearboxamide , 



-[[4-[4- 
] sulfonyl] -4- 
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10 



15 



HOHN 




18) 



19) 



l-cy<slopropyl-N-hydro:Q^-4- [ [4- (4- 

(trif jLuoroinethyl)phenoxy]phenyll sulf onyl] -4- 

piper iainecarboxamide monohydrochlor ide , 



P 0. 




4- [ [4- (cyclohdocylthio) phenyl] sulf onylj -N- 
hydroxy-1- (2-pnppynyl) -4-piperidinecarboxainide 
monohydrochloride , 



HOHN 



O o , 




4-[[4-(4- 

chlorophenoxy) phenyl] ^If onyl] tetraliydro-N- 
hydr oxy- 2 H -py r an - 4 - c ar noxami de , 



wo 00/38718 



-233- 



PCTAJS99y30699 



20)^ 



HOHN 




21) 



N-hydioxy-4- [ [4- (4- 

methox^henoxy) phenyl) sulfonyl) -1- (2- 
propynylN) -4-piperidinecarboxainide , 



HOHh 




/: 



10 



15 



22) 



l-cycloproEJyl-4Y [ [4- [ (4- 

f luorophenyl) thip] phenyl] sulfonyl] -N-hydroxy- 
4 -piper idinecarboxamide , 



HOHN 




X) 



l-cyclopropyl-N-hydroxy\4- [ [4- 
(phenylthio) phenyl] sulf of^yl] -4- 
piperidinecarboxamide , 
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HOHN 



iydro-N-hydroxy-4- [ [4- (4- 
pyriciinylthio) phenyl ] sulfonyl] -2H-pyran-4- 
carboxamide , and 



24) 



10 



30 



15 




tetrahydro-N-hydroxy-4- [ [4- [4- 
(trif luoromq|i^l)phenoxy]phenyl] sulf onyl] -2H- 
pyran-4-car)&oyamide , 

The method of Waim 1 wherein the matrix 



metalloproteinase inhibitipr is 



HCl N 



N-hydroxy-1- {4-methylpfoenyl) -4- [ [4 - [4- 
(trif luoromethyl)phenoA]phenyl] sulf onyl] -4- 
piperidinecarboxamide mo\iohydrochloride . 
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31. TheVethod of Claim 1 wherein the matrix 
metalloproteinaiBe inhibitor is 



H 




VHCl N 



l-cyclopropyi-N-hydroxy-4- [ [4- [4- 
(trifluoromeV:hoxy)phenoxy] phenyl] sulfonyl] -4- 
piperidinecaaftooxamide monohydrochloride . 
32. The method of\claim 1 wherein the matrix 
metalloproteinase inhibitor is 



10 



H N 
H 




HCl N 





CF3 
O 



N-hydroxy-1- (phenylmethyl) -4 - [ [4 - [4- 
(trif luoromethoxy)phenbxy] -1- 
piperidinyl] sulf onyl] -4^-piperidinecarboxamide 
monohydrochloride . 
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33, Ifae method of Claim 1 wherein the matrix 
metalloproteinase inhibitor is 




oucr 



N-hydrox^-1- (4-pyridinylmethyl) -4- [ [4- [4- 
(trif luorVmethyl) phenoxy] phenyl ] sulfonyl] -4- 
piperidine^^boxamide dihydrochloride . 

Claim 1 wherein the matrix 
itor is 



34, The method 
metalloproteinase i: 



10 




N-hydroxy-2,3-dimethoxy-6-[ [4-14- 
{ trif luoromethyl ) phenoxy ] -1- 
piperidinyl ] sulf ony3\] benzamide . 
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35. >rhe method of Claim 1 wherein the matrix 
metalloproteinase inhibitor is 



HOHN 





N-hydroxyVl- (4-pyridinylmethyl) -4- [ [4- [4- 
(trif luordmethyl) phenoxy] phenyl ] sulfonyl] -4- 
piperidineoarboxamide dihydrochloride . 
36. The method of Claim 1 wherein the matrix 
metalloproteinase inhibitor is 



10 



m 



HOHN 





15 



N-hydroxy-1- (3-pyridinylmethyl) -4- [ [4 - [4- 
(trif luoromethyl)pheitoxy]phenyl] sulfonyl] -4- 
piperidinecarboxamide \dihydrochloride . 
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37. I^e method of Claim 1 wherein the matrix 
metalloproteVnase inhibitor is 



P o. 



HOHN 




HCI 



N-hydroxy-l-V2-pyridinylniethyl) -4- 1 [4- [4- 
( trif luorometjjyl ) phenoxy ] phenyl ] sulf onyl ] -4 ■ 
sxamide inonohydrochloride . 



38. The method of 
10 metalloproteinase inhibil 



dm 1 wherein the matrix 
is 



15 



HOHN' 



i H 



British Biotech BB-25i6 (Marimastat) , N4-[2,2- 
dimethyl- 1- [ (methylamlno ) carbonyl ] propyl ] - 
Nl,2 -dihydroxy-3 (2- m^thylpropyl) [2S- 
[N4{R*),2R*,3S*]]-) . 
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39, Tn^ method of Claim 1 wherein the matrix 
metalloproteiViase inhibitor is 




HO 




Bayer Ag Bay\l2-9566, 4- [ (4 ' -chloro [1, 1 • - 
iphenyl]- 4-yi)oxy]-2- 
[ (phenyl thio)mfethyl]butanoic acid. 
40. The method of Claim 1 wherein the matrix 
metalloproteinase inhibitoi 



10 



HOHN 



Agouron Pharmaceutical^ AG-3340, N-hydroxy- 
2 , 2-dimethyl-4- [ [4- (4- 
15 pyridinyloxy) phenyl] sulionyl]- 3- 

thiomorpholinecarboxamidte . 
41. The method of Claim 1 wheVein the matrix 
metalloproteinase inhibitor is Colla^enex 
Pharmaceuticals CMT-3 (Metastat) , 6-d\emethyl-6-deoxy-4- 
20 dedimethylaminotetracycline . 



wo 00/38718 PCT/US99y30699 

-240- 

42. The metWd of Claim 1 wherein the matrix 
metalloproteinase iMiibitor is Chiroscience D-2163, 2- 
[IS- ([(2R,S)- acetyBnercapto- 5- phthalimido]pentanoyl- 

L- le ucyl) amino- 3- methylbutyl ] imidazole . 

5 43. ^e method of Claim 1 wherein the neoplasia is 

selected frob the group consisting of acral lentiginous 
melanoma, actiinic keratoses, adenocarcinoma, adenoid 
eyes tic carcinoba, adenomas, adenosarcoma, adenosquamous 
carcinoma, astrocytic tumors, bartholin gland carcinoma, 
10 basal cell carcinoba, bronchial gland carcinomas, 
capillary, carcinoiqs, carcinoma, carcinosarcoma, 
cavernous, cholangiorarcinoma, chondosarcoma, choriod 
plexus papilloma /carcinoma, clear cell carcinoma, 
cystadenoma, endodermal ^inus tumor, endometrial 
15 hyperplasia, endometrial stromal sarcoma, endometrioid 
adenocarcinoma , ependymal , Vpitheloid, Ewing ' s sarcoma , 
f ibrolamellar, focal nodularXhyperplasia, gastrinoma, 



germ cell tumors, glioblastoma^ glucagonoma, 
hemangiblastomas , hemangioendoti^lioma, hemangiomas , 
20 hepatic adenoma, hepatic adenomatosis, hepatocellulcir 
carcinoma, insulinoma, intaepitheMal neoplasia. 



interepithelial squamous cell neoplasia, invasive 

\ 

squamous cell carcinoma, large cell c^rcxnoma, 
leiomyosarcoma, lentigo maligna melanomas, malignant 

25 melanoma, malignant mesothelial tumors, \medulloblastoma, 
medulloepithelioma, melanoma, meningeal , mesothelial , 
metastatic carcinoma, mucoepidermoid carcinoma, 
neuroblastoma, neuroepithelial adenocarcinoma nodular 
melanoma, oat cell carcinoma, oligodendroglial, 

30 osteosarcoma, pancreatic polypeptide, papillary serous 



adenocarcinoma, pineal cell, pituitary tumors. 
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^ ^^^^ carbd 



plaisjajacytoma, pseudosarcoma, pulmonary blastoma, renal 

oma , retinoblastoma , rhabdomyosarcoma , 
sarcoma, serobs carcinoma, small cell carcinoma, soft 
tissue carcinomas/^^^matostatin-secreting tumor, 
squamous carcinoma, sgtiMious cell carcinoma, 
submesothelial, superf icia3\spreading melanoma, 
undifferentiated carcinoma, uvfe^ melanoma, verrucous 
carcinoma, vipoma, well differ enticed carcinoma, and 
Wilm's tumor. 



10 44. A method fbr treating or preventing a 

neoplasia disorder in^ mammal in need of such treatment 
or prevention, which memod comprises administering to 
said mammal a therapeuticXlly-ef fective amount of a 
combination of radiation tnterapy, a matrix 

15 metalloproteinase inhibitor, ^nd one or more 

antineoplastic agent, wherein said antineoplastic agents 
are selected from the group consisting of anastrozole, 
calcium carbonate, capecitabine. Cell Pathways CP-461, 
docetcLxel, doxorubicin, f luoxymestrYne, gemcitabine, 

20 goserelin, irinotecan, ketoconazole, \letrozol, 
leucovorin, levamisole, megestrol, paolitaxel, 
raloxifene, retinoic acid, thiotepa, topotecan, 
toremif ene, vinorelbine, selenium (selenomethionine) , 
ursodeoxycholic acid, sulindac sulfone anc^ eflornithine 

25 (DFMO) . ^ . 



/ 45 , The m^^^od of Claim 44 wherein the combination 

is administered in ^sequential manner. 

46. The method or^laim 44 wherein the combination 
is administered in a subs^^tially simultaneous manner. 



"3t 47^^ The method of Claim 44 wherein the 



antineoplastic agent^^iLs capecitabine. 
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48. Tfte method of 
antineoplastic\agent is 

49 . The method of 
antineoplastic agems^ is 

50. The method 
antineoplastic agent i; 

51. The method of 
antineoplastic agent is 

52. The method of 
antineoplastic agent is 

53 . The method of 
-a ntineoplastic i:€tent is 
54 
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Claim 44 wherein the 
Cell Pathways CP-461, 
Claim 44 wherein the 
docetaxel . 

:laim 44 wherein the 

ioxorubicin. 
c\aim 44 wherein the 
fluoxymes trine . 
Claim. 44 wherein the 
gemcitaJDine. 
Claim 4^wherein the 
goserelin: 



The method of 
antineoplastic agent 
55rr Tne methoa o^f 



Claim 44 wherein 
irinotecan. 



the 



antineoplasti'fc agent is 

56. The njethod of 
antineoplastic ekgent is 

57. The method of 
20 antineoplastic agekt is 

58. The methoa of 
antineoplastic agent M.s 

59. The method o] 
antineoplastic agent 

25 60. The method 6f 

antineoplastic agent is 

61. The method of 
antineoplastic agent is 

62. The method of 
30 antineoplastic agent is 



C?^aim 44 wherein the 
ketoconazole. 
Claim 44 wherein the 
letrozol . 

Claim 44 wherein the 
leucovorin. 
Claim 44 wherein the 
levamisole. 
:iaim 44 wherein the 
legestrol. 
.aim 44 wherein the 
pa\:litaxel . 
ClaYm 44 wherein the 
raloxifene. 
Claim \44 wherein the 
retinoi>c acid. 



1 
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63. Vhe method of Claim 44 wherein the 
antineoplasoic agent is thiotepa. 

64. TheXmethod of Claim 44 wherein the 
antineoplastic \gent is topotecan. 

5 65, The method of Claim 44 wherein the 

antineoplastic agent is toremifene. 

66. The methoovof] Claim 44 wherein the 
antineoplastic agent vinorelbine . 

67. The method ofNciaim 44 wherein the 

10 antineoplastic agent is stelenivun (selenomethionine) , 

68. The method of Claim 44 wherein the 
antineoplastic agent is ursodeoxycholic acid. 

69. The method of Claim\44 wherein the 
antineoplastic agent is sulindac sulfone. 

15 70. The method of Claim 44\wherein the 

antineoplastic agent is eflomithine (DFMO) . 



' flT The methodvof Claim 44 wherein the neoplasia 

is selected from the g^^up consisting of lung cancer, 
breast cancer, gastrointestinal cancer, bladder cancer, 

20 head and neck cancer and cearvical cancer. 



72. The methodvof Claim 44 wherein the matrxx 
metalloproteinase inh^Jaitor is selected from compounds, 
and their pharmaceutioajLly acceptable salts thereof, of 
the group consisting of :\ 



25 
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1) 




N-hydroxy-i- (4-methylphenyl) -4 - [ [4 - [4- 
( trif luoromethyl ) phenoxy ] phenyl ] sulf onyl ] -4- 
piperidinecarboxamide monohydrochloride , 



10 



2) 



H N 
H 



HCl N 



A 



CF3 



l-cyclopropyl-N-hydroxV-4- [ [4- [4- 
(trif luoroinethoxy)phenoky]phenyl] sulf onyl] -4- 
piper idinecarboxaitiide monohydrochloride , 
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5) 



6) 



7) 
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N-hydrbxy-2 , 3-diinethoxy-6- [ [4- [4- 
(trif lu9romethyl)pheno3Qr] -1- 
piperidilayl] sulf onyl] benzamide, 

i V 



-15- 




CFg 



N-hydroxy-1- (4-pytlHinylmethyl) -4- [ [4- [4- 
{ tr i f luoromethy 1 ) pMenoxy ] phenyl ] sul f onyl ] - 4 - 
piperidinecarboxamiae dihydrochloride, 



HOHN 



O O n 




N-hydroxy-1- {3-pyridinylmethyl) -4 - [ [4 - [4- 
(trif luoromethy Dphenoxylph^yl ] sulf onyl] -4- 
piperidinecarboxaiaide_dihydrachloride , 
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8) 




P 
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m 

m 
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9) 



N-hydroxy-u- {2-pyridinylmethyl) -4- [ [4- [4- 
( trif luoromethyl)phenoxy]phenyl] sulfonyl] -4- 
piperidinecarboxcumide monohydrochloride , 



HOHN' 



)H O 



i H 



British Biotech BB-3516 (Marimastat) , N4-[2,2- 
dimethyl- 1- [ (methylJ^inino) carbonyl] propyl] - 
Nl,2 -dihydroxy-3 (2-^ethylpropyl) - , [2S- 
(N4(R*),2R*,3S*]]-), 
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11) 




Bayer Ag Bay-12-9566, 4- [ (4 ' -chloroll, 1 ' 

iphenyl ] - 4 -yl ) oxy ] -2 - 

[ (phenyl thiQ) methyl 3 butanoic acid, 

HOH)^0 



Agouron PharmaceutiJ^als AG-3340, N-hydroxy-2 , 2 
dimethyl-4- [ [4- (4- 
pyridinyl oxy) phenyl Jsyifonyl] 3- 
thio1norpholinecarboxa1re3.de , 

12) CollaGenex Pharmaceutidp.ls CMT-3 (Metastat) , 
6 -deitie thyl - 6 -deoxy- 4 - 
dedimethylaminotetracycline , 

13) Chiroscience D-2163, 2- [IS- {[(2R,S)- 
acetylmercapto- 5- phthaliinidojpentanoyl- L- 
leucyl) amino- 3- methylbutyl] imidazole/ 
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14) 



N-hydroxy-4- [ [4- (phenyl thio) phenyl jsulfonyl] ■ 
1- (2-p]^opynyl) -4-piperidinecarboxainide 
monohyc 



15) 



16) 



_15_ 




N-hydroxy-1- (2-mtethoxyethyl) -4- [ [4- [4 
( trif luoromethoxy) phenoxy] phenyl ] sulf onyl ] -4- 
piperidinecarboxan4j.de monohydrochloride , 

O O o 
HOHN ^ 



N 



N-hydroxy-1- (2-methoxyethyl) -4- [ [4- [4- 
(trif luoromethyl) phenoxy lEjhenyl] sulf onyl] -4- 
piper idinearb oxam ide , 
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20) 
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21) 



22) 



JOHN 




OCH3 



N-hydrox«-4- [ [4- (4- 

methoxyphfenoxy) phenyl) sulfonyl] -1- (2- 
propynyl) -piper idinecarboxamide , 

V° F 



l-cyclopropyl-4-\[ [4- [ (4- 

f luorophenyl ) thid] phenyl ] sulf onyl ] -N-hydroxy- 
4-piperidinecarboxamide , 



HOHN 




15 



l-cyclopropyl-N-hydroxy-4-[ [4- 
(phenylthio)phenyl]sulf\)nyl] -4- 
piper idinecarboxamide , 
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23) 



24) 
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HOHN 



tetrahydro-N-hydroxy-4- [ [4- (4- 
pyridiWlthio ) phenyl ] sulfonyl] -2H-pyran-4- 
carboxamide, and 



HOHr 



S V 



tetrahydro-N-hy^oxi'-4- [ [4 - [4- 
(trifluoroinet^i)phenoxy]phenyl] sulfonyl] -2H- 
10 pyran-4-carboxajnide. 

73 . The method of Claim 44 wherein the matrix 
metalloproteinase inhibitorX is 



9 a 



HCl N 



15 



CH3 

N-hydroxy-1- (4-methylpheny^) -4- [ [4- [4- 
(trif luoromethyl)phenoxy]ph^enyl] sulfonyl] -4- 
piperidinecarboxamide monohyfirochloride . 
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74. The method of Claim 44 wherein the matrix 
metalloproteVnase inhibitor is 




CFa 



HCl N 



l-cyclop3rppyl-N-hydroxy-4- [ [4 - [4- 
(trif luoromethoxy)phenoxy]phenyl3 sulfonyl] -4- 
piperidinecarboxamide monohydrochlor ide . 
75. The method of Claim 44 wherein the matrix 
metalloproteinase inhibitor is 



10 



CFa 



HCl N 




N-hydroxy-1- (phenylmifthyl) -4- [ [4 - [4- 
( trif luoromethoxy)phefaoxy] -1- 
piperidinyl] sulfonyl] -piper idinecarboxamide 
monohydrochloride . 
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76. The method of Claim 44 wherein the matrix 
metalloprotexjiase inhibitor is 



11 . 



10 




N-hydroxy-1" (4\pyridinylmethyl) -4- [ [4- [4- 
( trif luoromethy\) phenoxy] phenyl ] sulfonyl] -4- 
piperidinecarboxskralde dihydrochloride , 
The method of ClaSpT 44 wherein the matrix 



metalloproteinase inhibit© 



H 




xr 



N-hydroxy-2 , S-dimethoxy-eV [ [4- [4- 
{ trif luoromethyl ) phenoxy] 
piper idinyl ] sulfonyl ] benzaiAide • 
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78. *rhe method of Claim 44 wherein the matrix 
metalloproteinase inhibitor is 



HCI 



HCI 



N-hydroxy\l- (4-pyridinylmethyl) -4- [ [4- [4- 
( trif luoromethyl)phenoxy]phenyl] sulfonyl) -4- 
piper Idinecj^rboxamide dlhydrochloride . 
79. The method o!tL4^1aiin 44 wherein the matrix 
metalloproteinase inhibitor is 



10 



O Q 



HOHN' 



HCI 



15 



HCI 

N-hydroxy-1- {3-pyridinylmethyl) -4- [ [4- [4- 
( trif luoromethyDphenoxV] phenyl] sulfonyl] -4- 
piperidinecarboxamide diWdrochloride . 
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80. The method of Claim 44 wherein the matrix 
metalloproteinase inhibitor is 



HOHN 




HCI 



10 



N-hydroxy-1- (2Vpyridinylmethyl) -4- [ [4- [4- 
(trif luorome thy i)phenoxy] phenyl] sulfonyl] -4- 
piperidinecarboj^niae monohydrochloride . 
81. The method of (jflamn 44 wherein the matrix 
metal loproteinase inhibitor is 



15 



HOHN' 



OH 



■Nv^M^CHa 



H 



British Biotech BB-2516 (jlarimastat) , N4-[2,2- 
dimethyl- 1- ( (methylamino)\carbonyl] propyl] - 
Nl,2 -dihydroxy-3 (2- methS^lpropyl) [2S- 
[N4{R*),2R*,3S*]]-) . 
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82, \ The method of Claim 44 wherein the matrix 
metalloproteinase inhibitor is 



10 





Bayer Ag Bay-12-9566, 4- [ (4 • -chloro[l, 1 ' - 
iphenyl]- 4-Yl)oxy]-2- 
[ (phenyl thio)i^thyl]butanoic acid. 
83 . The method owlalaim 44 wherein the matrix 
metalloproteinase inhibitor is 



HOHN 



15 



Agouron Pharmaceuticals\AG-3340, N-hydroxy- 
2 , 2-dimethyl-4- [ [4- (4- 
pyridinyloxy ) phenyl ] sulf oijyl ] - 3 - 
thiomorpholinecarboxamide . ' 
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10 



84. Tnfe method of Claim 44 wherein the matrix 
metalloproteinase inhibitor is CollaGenex 



Pharmac eu t i ca 1 s 
dedimethylaminot/ 



['-a (Metastat) , 6-demethyl-6-deoxy-4- 
^acycline. 

85. The methock of Claim 44 wherein the matrix 
metalloproteinase inhibitor is Chiroscience D-2163, 2- 
[IS- ([{2R,S)- acetylmercapto- 5- phthalimido]pentanoyl- 
L" l eucyl ) amino- 3- methyj.buty l ] imidazole . ^ 

86. Yhe method of Claim 44 wherein the neoplasia 



is selected the group consisting of acral 

lentiginous m^anoma, actinic keratoses, adenocarcinoma, 
adenoid cycstic \:arcinoma, adenomas, adenosarcoma, 
adenosquamous caroinoma, astrocytic tiamors, bartholin 
15 gland carcinoma, bas^l cell carcinoma, bronchial glcoid 
carcinomas, capillary\ carcinoids, carcinoma, 
carcinosarcoma, cavemo\is , cholangiocarcinoma, 
chondosarcoma, choriod prexus papilloma/carcinoma, clear 
cell carcinoma, cystadenoma^ endodermal sinus tumor, 
20 endometrial hyperplasia, endWetrial stromal sarcoma, 
endometrioid adenocarcinoma, etoendymal, epitheloid, 
Ewing's sarcoma, fibrolamellar, Vocal nodular 
hyperplasia, gastrinoma, germ cell tumors, glioblastoma, 
glucagonoma, hemangiblastomas , hema^ioendothelioma, 
25 hemangiomas, hepatic adenoma, hepatic^ adenomatosis, 
hepatocellular carcinoma, insulinoma, ioitaepithelial 
neoplasia, interepithelial squamous cel]\neoplasia, 
invasive squamous cell carcinoma, large carcinoma, 
leiomyosarcoma, lentigo maligna melanomas, malignant 
30 melanoma, malignant mesothelial tumors, medulioblastoma, 
medulloepithelioma, melanoma, meningeal, mesothelial. 
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me^static carcinoma, mucoepidermoid carcinoma, 
neurolsaastoma, neuroepithelial adenocarcinoma nodular 
melanom^i. oat cell carcinoma, oligodendroglial, 
osteosarcM^, pancreatic polypejptide, papillary serous 
5 adenocarcinMia, pineal cell, pituitary tumors, 

plasmacytoma, pseudosarcoma, pulmonary blastema, renal 
cell carcinoma, retinoblastoma, rhabdomyosarcoma, 
sarcoma, serous carc^oma, small cell carcinoma, soft 
tissue carcinomas, som^^statin-secreting tumor, 

10 squamous carcinoma, squamous cell carcinoma, 

submesothelial, super ficial\spreading melanoma, 
undifferentiated carcinoma, uvveal melanoma, verrucous 
carcinoma, vipoma, well dif f eren^ated carcinoma, and 

Sallm's t\imor. 



15 



20 



25 



87 . A combination comprising a matrix 
metal loproteinase \nhibitor and one or more 
antineoplastic agentte, wherein said antineoplastic 
agents are selected fMm the group consisting of 
anastrozole, calcium ca\bonate, capecitabine. Cell 
Pathways CP-461, docetax^, doxorubicin, 
fluoxymes trine, gemcitabin^, goserelin, irinotecan, 
ketoconazole, letrozol, leucovorin, levamisole, 
megestrol, paclitaxel, raloxiCene, retinoic acid, 
thiotepa, topotecan, toremifene\ vinorelbine, 
selenium (selenomethionine), ursodeoxycholic acid, 
sulindac sulfone and eflomithine \dfM0) . 



30 



The combination of Claim 87 wherein the matrix 
metalloproteinase inhibitoJsrtis selected from compounds, 
and their pharmaceutically /acceptable salts thereof, of 
the group consisting of: 
1) 
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2) 
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N-hydroxy-1- {^-methylphenyl) -4 - [ [4 - [4- 
(trifluoromethyl)phenoxy] phenyl] sulfonyl] -4- 
piperidinecarboxlamide monohydrochlor ide , 




l-cyclopropyl-N-hydroxy-4-\ [ [4- [4- 
(trifluoromethoxy)phenoxy] phenyl] sulfonyl] -4- 
piper idinecarboxamide monohydrochlor ide , 
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4) 
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u O o 




CF3 

o 



HCI N 




N-hydroxy-l- (phenylmethyl) -4- [ [4- [4- 
(trif luoromethoxy)phenoxy] -1- 

piperidinyl] sulfonyl] -4-piperidinecarboxainide 
monohydrocnloride , 



10 



N-hydroxy-1- (4-pyrldinylmethyl) -4- [ [4- [4-- 
(trif luoroniethyl)pHenoxy]phenyl] sulfonyl] -4- 
piperidinecarboxainide dihydrochlor ide , 



m 
m 

in 
Q 

m 

ill 
Q 
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5) 



6) 



7) 
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H 



N-hydroicy-2,3-dimethoxy-6- [ [4-[4- 
( trif luoromethyl ) phenoxy ] -1- 
piperidinVl] sulf onyl 1 benzamide , 



15 





N-hydroxy-1- (4-pytidinylinethyl) -4- [ [4- [4- 
(trif luoromethyl) phenoxy] phenyl] sulf onyl] -4- 
piper idinecarboxamMe dihydrochlor ide , 



o o o 

HOHN^>< ' 
N 

"CI 

N-liydroxy-1- (3-pyridinyiniethyl) -4- [ [4 - [4- 
( trif luoromethyl ) phenoxyfl phenyl ] sulf onyl ] -i- 
piperidinecarboxamide dinvdrochloride, . 
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8) 




Pi 
In 

ill 

m 

c;i 
wi 
a 
u 



10 



9) 



N-hydroxy-1- ^2-pyridinylmethyl) -4- 1 [4 - [4- 
(trif luorometnyl) phenoxy] phenyl ] sulfonyl] -4- 
piperidinecarbd^j^iBide monohydrochloride , 



i H 



•CHg 



HOHN 

^..\ !> ^ 

British Biotech BB-25l6y (Marimastat) , N4-[2,2- 
dimethyl- 1- [ (methylamirtp) carbonyl ] propyl ] - 
Nl,2 -dihydroxy-3 (2-methylpropyl) [2S- 
[N4{R*),2R*,3S*]]-), 



wo 00/38718 



-264- 



PCT/US99/30699 



10) 




Bayer Ag BaV- 12-9566, 4- [ (4 ' -chloro [1, 1 ' 

iphenyl]- 4-3rl) oxy] -2- 

[ (phenyl thio) methyl ]butanoic acid. 



11) 



HOHN. 



10 



15 



Agouron Phannaceutica^|Ls AG-3340, N-hydroxy-2 , 2 
dimethyl-4- [ [4- (4- 
pyridinyloxy ) phenyl ] sul^f onyl ] 3 - 
thiomorpholinecarboxamiae , 

12) CollaGenex PharmaceuticaijS CMT-3 (Metastat) , 
6-demethyl-6-deoxy-4- 
dedimethylaminotetracyclin^, 

13) Chiroscience D-2163, 2- [13- ([(2R,S)- 
acetylmercapto- 5- ph thai imido] pent anoyl- L- 
leucyl) amino- 3- methylbutyl^ imidazole. 
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HOHN 



l-cyclopropyl-N-hydroxy-4- [ [4- [4- 
( triflixorome thyl ) phenoxy] phenyl] sulfonyl ] -4- 
piper idinecarboxainide monohydrochloride , 



18) 




S' 
HCI 



4- [ (4- (cyclohexyltJaio)phenyll sulf onyl] -N- 
hydroxy-1- (2-propynYl) -4-piperidinecarboxaioide 
monohydrochloride , 



19) 



O O o 
HOHN''^X^' 



XT 



4-[[4-(4- 

chlorophenoxy) phenyl] sulf dnyl] tetrahydro-N- 
hydroxy-2H-pyrcin-4-carboxamide , 
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20) 



1%^ ^ 



N-hydroW-4- [ [4- {4- 
methoxyphenoxy)phenyl) sulf onyl] -1- (2- 
propynyl n- 4 -piperidinecarboxamide , 



21) 



22) 




OCHa 



l-cyclopropyl-4Y [ [4- [ (4- 

f luorophenyl ) th^] phenyl ] sulf onyl ) -N-hydroxy- 
4 -piper idinecarbaxamide , 



HOHN 



l-cyclopropyl-N-hydroxyV4" [ [4- 
(phenylthio) phenyl] sulfoBjyl] -4- 
piperidinecarboxamide , 
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23) 



24) 




tetrahyWo-N-hydroxy-4- [ [4- (4- 
pyridinylthio) phenyl] sulf onyl] -2H-pyran-4- 
carboxamiqe , and 



HOHN^ 



V 



tetrahydro-N-hydf oxy-4- [ [4 - [4- 
^enoxy]phenyl] sulf onyl] -2H- 

10 pyran-4-carboxe 

89, Ttie combination of \claim 87 wherein the matrix 
metal loproteinase inhibitor is 



15 




XT' 



N-hydroxy-1- (4-methylphenyi) -4 - [ [4 - [4- 
(trif luoromethyl)phenoxy]phfenyl] sulf onyl] "4- 
piperidinecarboxamide monohyarochloride , 
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90. Vrhe combination of Claim 87 wherein the matrix 
metalloproD^inase inhibitor is 



10 




l-cyclopropyl-N-hydroxy-4- [ [4- [4- 
(trifluoronipthoxy)phenoxy] phenyl] sulfonyl] -4- 
piperidinecaVboxamide monohydrochloride • 
91. The combinatipn of Claim 87 wherein the matrix 
metalloproteinase mnxlDi^or is 



HCl N 




N"hydroxy-l- (phenylmefehyl) -4- [ [4- [4- 
(trif luoromethoxy)phenoxy] -1- 
piperidinyl] sulfonyl] -4Ypiperidinecarboxamide 
monohydrochloride . 
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92 . The combination of Claim 87 wherein the matrix 
metalloprot^inase inhibitor is 



10 




OXT" 



N-hydroxy-lV (4-pyridinylmethyl) -4- [ [4- [4- 
(trifluoromeYhyl)phenoxy] phenyl] sulfonyl] -4- 
piperidinecar*^x§mide dihydrochloride . 

of Claim 87 wherein the matrix 
pr is 



93 . The combinat 
metalloproteinase inh: 



N-hydroxy-2, 3-dimeth<S)xy-6- [ [4- [4- 
( tr i f luoromethyl ) phenoxy ] - 1 - 
piperidinyl] sulf onyl] benzamide . 
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94. ^he combination of Claim 87 wherein the matrix 
metalloprotieinase inhibitor is 



HOHN 




95. 



HC 

N-hydroW-1- (4-pyridinylmethyl) -4- [ [4- [4- 
(trifluoVomethyDphenoxy] phenyl] sulf onyl] -4- 
piperidinecarboxamide dihydrochloride . 
The combination of Claim 87 wherein the matrix 



metalloproteinase inglbitor is 



10 



15 



CFo 



N-hydroxy-1- (3-pyrsLdinylmethyl) -4- [ [4- [4- 
(trifluoromethyl)plienoxy] phenyl] sulf onyl] -4- 
piper idinecarboxamiqe dihydrochloride . 
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96, TOe combination of Claim 87 wherein the matrix 
metalloprotelnase inhibitor is 



HOHN 




;N HCI 



N-hydroxy-1- (\2-pyridinylmethyl) -4- [ [4- [4- 
( trif luorome thyl ) phenoxy] phenyl ] sulf onyl ] -4 - 
piperidinecarbox|^tip<de monohydrochloride . 
10 97. The combination^^: Claim 87 wherein the matrix 

metalloproteinase inhibitorXis 



15 



HOHN' 



OH \0 



i H 



British Biotech BB-2516\ (Marimastat) , N4-[2,2- 
dimethyl- 1 - [ (methylaminp ) carbonyl ] propyl ] - 
Nl,2 -dihydroxy-3 (2- metifiylpropyl) [25- 
[N4{R*),2R*,3S*]]-) . 
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99 A The combination of Claim 87 wherein the matrix 
metalloprpteinase inhibitor is 




HO. 




Bayer Ag\ Bay-12-9566, 4- [ (4 » -chloro [1 , 1 ' - 
iphenyl] -\ 4-yl) oxy] -2- 
[ (phenyl thio) methyl] butanoic acid. 
100. The combination of Claim 87 wherein the matrix 
metalloproteinase inhiiDitor is 



10 



Agouron Pharmaceuticals AG-3340, N-hydroxy- 
2,2-dimethyl-4-[ [4-\4- 
15 pyridinyloxy) phenyl ] feulfonyl ] - 3- 

thiomorpholinecarboxahiide . 
101. The combination of Cldim 87 wherein the matrix 
metalloproteinase inhibitor is CollaGenex 
Pharmaceuticals CMT-3 (Metastat) , \6-demethyl-6-deoxy-4- 
20 dedimethylaminotetracycline . 
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102 . Tlie combination of Claim 87 wherein the matrix 
metalloproteinase inhibitor is Chiroscience D-2163, 2- 
[IS- ( [ (2R, S) -\acetylmercapto- 5- phthalimido]pentanoyl- 
L- leucyl) aminoA 3- methylbutyl] imidazole . 

103 . The method of Claim 1 wherein the 
antineoplastic agenu^^s anastrozole, 

104. The method oX Claim 1 wherein the 
10 antineoplastic agent isNcalcium carbonate. 

105. The method of Claim 44 wherein the 
antineoplastic agent is anastrozole. 



15 106. The method of ClaiiA 44 wherein the 

antineoplastic agent is calciim carbonate. 




